Lichen planus (LP) is a chronic mucocutaneous disease that was first described and named by Sir Erasmus Wilson in 1869. 1 This disease may occur on the skin and/or oral mucosa. Oral lichen planus (OLP) is a common inflammatory disease of the oral mucosa that involves cell-mediated immunological dysfunction. 2, 3 The prevalence of OLP has been reported as 1.3% and it predominantly presents in middle-aged or elderly women. 4 OLP has various clinical manifestations, such as reticular, papular, plaque, atrophic, and ulcerative (erosive) patterns. 2 OLP lesions present bilaterally and are most commonly found on the buccal mucosa. However, OLP can appear on the tongue, gingiva, and mucobuccal fold. Recently, OLP was classified as a potentially malignant disorder (PMD) of the oral mucosa. 5 The malignant potential of OLP remains a point of debate in the literature. However, it is important to closely follow up a patient diagnosed with OLP. 6 Therefore, histopathological examination by expert oral pathologists is mandatory to confirm the clinical diagnosis and to exclude dysplasia and malignant transformation.
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Case report
A 58-year-old female first presented at the Oral Medicine clinic, Faculty of Dentistry, Chulalongkorn University in 2008 with bilateral lesions on the buccal mucosa and gingiva without skin lesions. The patient's history revealed no significant medical problems. Moreover, this patient reported no history of allergy, alcohol consumption, or tobacco smoking; and was not taking any medications.
At the patient's first visit, intraoral examination revealed white striae with mild erythematous areas on the bilateral buccal mucosa. There were no obviously contributing factors causing chronic irritation in the lesional areas and she had no history of denture wearing. Based on the patient's history and clinical examination, our initial clinical impression was atrophic OLP. However, the patient refused histopathological examination of her lesions. The patient was advised to apply triamcinolone acetonide in orabase (TAO) 0.1% 3 times a day. In addition, we also educated the patient on how to maintain good oral hygiene. At the 1 month follow-up, the lesions showed significant improvement.
After discontinuing follow-up visits for more than 6 years, the patient returned to our clinic in 2014 with a chief complaint of a burning sensation in the oral cavity. A white plaque and mild white striae with a mild erythematous area were observed on the right buccal mucosa (Fig. 1A) . Mild erythematous areas with faint ill-defined keratotic lines were seen on the left buccal mucosa and gingiva. Furthermore, hyperpigmentation was also observed on the left buccal mucosa (Fig. 1B) . At this visit, an incisional biopsy was performed on the lesion on the right buccal mucosa. The histopathological features of the biopsied tissue were suggestive of OLP (Fig. 1C) ; however, the direct immunofluorescence (DIF) results showed negative findings. Moreover, her serum antinuclear antibody (ANA) was positive at a low titer (1 : 80) with speckled and nucleolar patterns. We prescribed TAO 0.1% to be applied to the lesions 3 times a day and recalled the patient for evaluation every 3 months, however, the patient did not come to the clinic during the time of the follow-up period because she had no compliant.
At a follow-up 11 months after the biopsy was taken and applying TAO 0.1%, the lesions on the right buccal mucosa presented as a thick white plaque and white lines with a mild erythematous area ( Fig. 2A) , however, only mild white striae and an erythematous area on the left buccal mucosa were seen (Fig. 2B) . A biopsy was performed again on the plaque lesion of the right buccal mucosa. The histopathological findings confirmed the prior diagnosis of OLP (Fig. 2C) . However, the DIF and serum ANA assay findings were negative. We prescribed TAO 0.1% to be applied to the lesions 3 times a day and recalled the patient for evaluation every 3 months. Interestingly, during the follow-up period, the lesions showed improvement and the patient was asymptomatic. Although the lesions were asymptomatic and without erosion, those lesions showed mild erythematous areas. Thus, we advised the patient to stop using the topical steroid and to apply protein-free hemodialysate 5% and polidocanol 1% twice a day instead of the treatment of mild oral mucosal inflammation.
Fifteen months after the second biopsy, an irregularly shaped ulcer was present on top of the well-defined margin of the white plaque on the right buccal mucosa (Fig. 3A) . Reticular white striae with a mildly erythematous area were clearly observed on the left buccal mucosa (Fig. 3B ). An incisional biopsy was performed again on the plaque lesion of the right buccal mucosa and microscopic examination revealed several nests and islands of malignant epithelial cells invading to the superficial underlying stroma. The neoplastic epithelial cells exhibited cellular pleomorphism, prominent nucleoli and increased mitotic activity. An inflammatory reaction was noted (Fig. 3C) . The final diagnosis was superficially invasive squamous cell carcinoma. We counseled the patient about the diagnosis and immediately referred the patient to the cancer center at Chulalongkorn hospital for further evaluation and treatment.
Discussion
OLP is a chronic inflammatory disease that can reduce patient's quality of life. Numerous studies have reported that immunologic dysfunction is a crucial factor involved in the pathogenesis of OLP. 2, 3, 9 The altered immune function causes a cytotoxic T cell attack on the basal keratinocytes that presents with various clinical appearances. Clinically, OLP presents as reticular, papular, plaque, atrophic, and ulcerative/erosive types. 2 The most common of these types is reticular lesions that are typically asymptomatic. 7 Normally, reticular OLP presents as prominent white striae, however, faint white lines may also be present. The atrophic and ulcerative/erosive types of OLP can cause a burning sensation and pain when patients eat hot and spicy food. 8 Although plaque-type OLP is found less frequently, this type of OLP requires close attention to carefully distinguish plaque-type OLP from leukoplakia.
Although previous studies have reported variability in the histopathologic assessment of OLP among oral pathologists, histopathological evaluation is mandatory to confirm the clinical diagnosis. 7, 10 Moreover, additional methods, such as DIF evaluation and assaying serum ANA, are suggested to be performed to accurately diagnose OLP. DIF is widely used to detect OLP, especially in cases where the histopathological features do not allow for a definitive diagnosis. 7 This method has proved to be a valuable tool in the diagnosis of a number of oral mucosal diseases and remains the gold standard for the differential diagnosis from other lesions such as lupus erythematosus (LE), pemphigus vulgaris, mucous membrane pemphigoid (MMP), and chronic ulcerative stomatitis (CUS). [11] [12] [13] In general, DIF studies of OLP show positive findings of shaggy fibrin deposition at the basement membrane zone with or without IgM cytoid bodies. 11, 12, 14, 15 In our patient, although the results of the DIF examination were negative, the clinical appearance of the OLP lesions present on the buccal mucosa bilaterally and the histopathological reports of the biopsy specimens taken twice from the most representative area at the same spot were suggestive of OLP without epithelial dysplasia. In addition, this patient did not take any medications and did not have any contacting metal material close to the lesions. Therefore, oral lichenoid lesions (OLLs) were excluded. The diagnosis of the lesions in this patient was made based on the modified criteria of van der Meij et al. 16 Moreover, the lesions in this case showed no signs of oral candidiasis and there was no presence of any contributing factors causing Candida infection in this patient. Finally, the definite diagnosis of her oral lesions from 2 biopsies together with the oral manifestations confirmed OLP.
Interestingly, a recent report showed that OLP-like lesions in elderly Thais positive for ANA could be diagnosed as having CUS-like lesions or OLP, however, LE could not be entirely ruled out. 17 Indeed, in our experience, red and white lesions that are similar to OLP lesions could be manifestations of other uncommon oral diseases. Therefore, lesions with the characteristics, as reported by oral pathologists, compatible with a diagnosis of OLP and a DIF evaluation with negative findings should be paid careful attention.
Assaying serum ANA is a useful diagnostic method for screening for autoimmune diseases. Our recent study found that positive serum ANA was detected in 73.9% of Thai OLP patients. 18 However, there was no relationship between the serum ANA titer level and the clinical features in the present case. After close follow-up of the present case for 15 months, the plaque-like OLP on the right buccal mucosa transformed into superficially invasive squamous cell carcinoma.
OLP is a common chronic disease affecting patient's quality-of-life. Treatment of chronic diseases usually takes a long time and requires long-term follow-up. Hence, recall and evaluation of OLP patients is crucial for assessing the response of the lesions to treatment. Although there is no current consensus on a specific time frame for OLP and OLL follow-up, we recalled this patient to evaluate the oral lesion every 3 months. However, the patient was not cooperative in coming for regular follow-up visits and returned only when she needed to. She had discontinued recall visits for 6 years after treating her the first time and for 15 months the second time. Finally, she came back for oral examination with the chief complaint of an unhealing ulceration on the right buccal mucosa. Unfortunately, histopathological findings indicated the development of early stage carcinoma.
OLP is currently classified as a PMD. 5 Numerous studies on the development of squamous cell carcinoma in OLP patients have been reported. These studies, observing OLP lesions for 3 months-24 years, found malignant transformation of OLP ranging from 0-12.5%. 6 Although the pathogenesis of the malignant transformation of OLP has not been clarified, a correlation between transformation and immunosuppressive agents, such as tacrolimus, which are used in treating OLP, has been reported. 19, 20 To our knowledge, the OLP lesions in this patient were treated with TAO 0.1%, however, there are no reports about the relationship between treating OLP with TAO 0.1% and malignant transformation.
In the present case, we documented the development of superficially invasive squamous cell carcinoma in a lesion previously diagnosed as plaque-like OLP at the seventh year of follow-up. This report demonstrates the possible malignant potential of OLP. Close follow-up is strongly recommended for OLP patients; particularly elderly patients with plaque-like OLP that greatly resemble leukoplakia.
